The three main thyroid auto-antigens, which were identified several decades ago, are thyroglobulin, the organspecific enzyme thyroid peroxidase, and the TSHreceptor. More recently, autoantibodies to pendrin, an iodide transporter located at the apical pole of thyroid follicular cells, were identified in the majority of patients with Hashimoto's thyroiditis and Graves' disease. 5 And recent epidemiologic studies in humans suggest an increased prevalence of thyroiditis associated with the excessive administration of iodine. More than three times of recommended daily intake of iodine was observed among people in North America. These people generally presented higher level of anti-thyroglobulin antibody,
anti-thyroperoxidase antibody, serum thyroid-stimulating hormone and exacerbation of lymphocytic infiltration in thyroid, which indicated the overconsumption of iodine could induce hypothyroidism and enhance the autoimmune response. [6] [7] However, the precise mechanism of excessive iodine intake induced autoimmune thyroid disease remains largely unknown.
BASIC MECHANISMS IN THE DEVELOPMENT OF THYROID AUTOIMMUNITY
Because of the importance of T-cells in immune regulation, much attention has focused on this lymphocyte subpopulation to explain the breakdown in tolerance and the clinical manifestations seen in autoimmune thyroid disease. [8] [9] [10] In addition to cell-mediated immune mechanisms, AITD is characterized by the secretion of antibodies(Abs) to a variety of thyroid-specific antigens, most notably thyroglobulin(Tg), and thyroid peroxidase(TPO) but also to a lesser extent the TSH receptor, the sodium iodide symporter(NIS), and most recently pendrin. 13, 14 Experimental evidence in mice demonstrated that, apart 
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LOSS OF SELF-TOLERANCE TO THE THYROID IN HUMANS ROLE OF gENETICS
The role of genetics is suggested by the high frequency of autoimmune thyroid diseases affecting family members and by a significantly higher concordance of autoimmune thyroid diseases in monozygotic(HT=55%; GD=35%) compared to dizygotic(HT=0%; GD=35%)
twins. The fact that concordance is not 100% in monozygotic twins indicates that environmental factors also play an important role in the etiology of autoimmune thyroid disease. Indeed, it is assumed that autoimmune thyroid diseases are caused by the combined effects of multiple susceptibility genes and environmental factors which affect both the thyroid and the systemic immune system. [27] [28] [29] [30] Several susceptibility genes have been identified by whole candidate gene analysis, genome linkage studies genome-wide association studies, and whole genome sequencing techniques. These genes are classified as nonspecific immune-related genes and thyroid-specific genes.
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ROLE OF THE ENVIRONMENT
As recently reviewed by Duntas, an array of environmen- prevention strategies still remain to be established and, hopefully, will be the target of future studies.
